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Figure 3A 





GGAATTCCGG 


GAAGAGAGGG 


AAGAAAACAA 


CGGCGACTGG GCAGCTGCCT 


CCACTTCTGA 


60 




CAACTCCAAA 


GGGATATACT 


TGTAGAAGTG 


GCTCGCAGGC TGGGGCTCCG 


CAGAGAGAGA 


120 




CCAGAAGGTG 


CCAACCGCAG 


AGGGGTGCAG 


ATATCTCCCC CTATTCCCCA 


CXICfGACCTCC 


180 




CTTGGGTTTT 


GTTCACCGTG 


CTGTCATCTG 


TTTTTCAGAC CTTTTTGGCA 


TCTAACATGG 


240 




TGAAGAAAGG 


AGTAAAGAAG 


AGAACAAAGT 


AACTCCTGGG GGAGCGAAGA 


GCGCTGGTGA 


300 




CCAACACCAC 


CAACGCCACC 


ACCAGCTCCTT 


GCTGCTGCGG CCACCCACGT 


CGACCATTXA 


360 


m 


CCGGGAGGCT 


CCAGAGGCGT 


AGGGAGCGGA 


TCCGAGAAAG GAGCGAGGGG 


AGTCAGCCGG 


420 




CTTTTCCGAG 


GAGTTATGGA 


TGTTGGTGCA 


TTCACTTCTG GCCAGATCCG 


CGCCCAGAGG 


480 


m 


GAGCTAACCA 


GCAGCCACCA 


CCTCGAGCTC 


TCTCCTTGCC TTGCATCGGG 


TCTTACCCTT 


540 


3 


CCAGTATGTT 


CCTTCTGATG 


AGACAATTTC 


CAGTGCCGAG AGTTTCAGTA 


CA ATG 


595 



5 s 



m 



Met 

TGG AAA TGG ATA CTG ACA CAT TGT GCC TCA GCC TTT CCC CAC CTG CCC 643 
Trp itys Trp He lieu Thr His Cys Ala Ser Ala Phe Pro His lieu Pro 

GGC TGC TGC TGC TGC TGC TTT TTG TTG CTG TTC TTG GTG TCT TCC GTC 691 
Gly Cys Cys Cys Cys Cys Phe Leu lieu lieu Phe lieu Val Ser Ser Val 

CCT GTC ACC TGC CAA GCC CTT GOT CAG GAC ATG GTG TCA CCA GAG GCC 739 
Pro Val Thr Cys Gin Ala lieu Gly Gin Asp Met Val Ser Pro Glu Ala 

ACC AAC TCT TCT TCC TCC TCC TTC TCC TCT CCT TCC AGC GCG GGA AGG 787 
Thr Asn Ser Ser Ser Ser Ser Phe Ser Ser Pro Ser Ser Ala Gly Arg 

CAT GTG CGG AGC TAC AAT CAC CTT CAA GGA GAT GTC CGC TGG AGA AAG 835 
His Val Arg Ser Tyr Asa His lieu Gin Gly Asp Val Arg Trp Arg Lys 

CTA TTC TCT TTC ACC AAG TAC TTT CTC AAG ATT GAG AAG AAC GGG AAG 883 
lieu Phe Ser phe Thr Lys Tyr Phe lieu Lys He Glu Lys Asn Gly I*ys 

GTC AGC GGG ACC AAG. AAG GAG AAC TGC CCG TAC AGC ATC CTG GAG ATA 931 
Val Ser Gly Thr Lys Lys Glu Asn Cys Pro Tyr Ser He lieu Glu He 

ACA TCA <3TA GAA ATC GGA GTT GTT GCC GTC AAA GCC ATT AAC AGC AAC 979 
Thr Ser Val Glu He Gly Val Val Ala Val Lys Ala He Asn Ser Asn 

TAT TAC TTA GCC ATG AAC AAG AAG GGG AAA CTC TAT GGC TCA AAA GAA 1027 
Tyr Tyr Leu Ala Met Asn Lys Lys Gly Lys Leu Tyr Gly Ser Lys Glu 



TTT AAC AAT GAC TGT AAG CTG AAG GAG AGG ATA GAG GAA AAT GGA TAC 
Phe Asn Asn Asp Cys Lys Leu Lys Glu Arg He Glu Glu Asn Gly Tyr 



1075 



Figure 3B 



m 



AAT ACC TAT GCA TCA TTT AAC TGG CAG CAT AAT GGG AGG CAA ATG TAT - 1123 
Asn Thr Tyr Ala Ser Phe Asn Trp Gin His Asn Gly Arg Gin Met Tyr 

GTG GCA TTG AAT GGA AAA GGA GCT CCA AGG AGA GGA CAG AAA ACA CGA 1171 
Val Ala l*eu Asn Gly I,ys Gly Ala Pro Arg Arg Gly Gin fcys Thr Arg 

AGG AAA AAC ACC TCT GCT CAC TTT CTT CCA ATG GTG GTA CAC TCA 1216 
Arg I*ys Asn Thr Ser Ala His Phe I*eu Pro Met Val Val His Ser 



TAGAGGAAGG CAACGTTTGT GGATGCAGTA AAACCAATGG CTCTTTTGCC AAGAATAGTG 1276 

HI 

=P GATATTCTTC ATGAAGACAG TAGATTGAAA GGCAAAGACA CGTTGCAGAT GTCTGCTTGC X336 

TTAAAAGAAA GCCAGCCTTT GAAGGTTTTT GTATTCACTG .CTGACATATG ATGTTCTTTT 13 36 

AATTAGTTCT GTGTCATGTC TTATAATCAA GATATAGGCA GATCGAATGG GATAGAAGTT 1456 

fll ' 

|^ ATTCCCAAGT GAAAAACATT GTGGCTGGGT TTTTTGTTGT TGTTGTCAAG TTTTTGTTTT 1516 

in • 

p TAAACCTCTG AGATAGAACT TAAAGGACAT AGAACAATCT GTTGAAAGAA CGATCTTCGG 15.76 

113 GAAAGTTATT TATGGAATAC GAACTCATAT CAAAGACTTC ATTGCTCATT CAAGCCTAAT 1636 

GAATCAATGA ACAGTAATAC GTGCAAGCAT TTACTGGAAA GCACTTGGGT CATATCATAT 1696 

GCACAACCAA AGGAGTTCTG GATGTGGTCT CATGGAATAA TTGAATAGAA TTTAAARATA 1756 

TAAACATGTT AGTGTGAAAC TGTTCTAACA ATACAAATAG TATGGTATGC TTGTGCATTC 1816 

TGCCTTCATC CCTTTCTATT TCTTTCTAAG TTATTTATTT AATAGGATGT TAAATATCTT 1876 

TTGGGGTTTT AAAGAGTATC TCAGCAGCTG TCTTCTGATT TATCTTTTCT TTTTATTCAG 1936 

CACACCACAT GCATGTTCAC ,GACAAAGTGT TTTTAAAACT TGGCGAACAC TTCAAAAATA 1996 

GGAGTTGGGA TTAGGGAAGC AGTATGAGTG CCCGTGTGCT ATCAGTTGAC TTAATTTGCA 2056 

CTTCTGCAGT AATAACCATC AACAATAAAT ATGGCAATGC TGTGCCATGG CTTGAGTGAG 2116 

** AGATGTCTGC TATCATTTGA AAACATATAT TACTCTCGAG GCTTCCTGTC TCAAGAAATA 2176 

GACCAGAAGG CCAAATTCTT CTCTTTCAAT ACATC^GTTT GCCTCCAAGA ATATACTAAA 2236 

AAAAGGAAAA TTAATTGCTA AATACATTTA AATAGCCTAG CCTCATTATT TACTCATGAT 2296 

TTCTTGCCAA ATGTCATGGC GGTAAAGAGG CTGTCCACAT CTCTAAAAAC CCTCTGTAAA .2356 

TTCCACATAA TGCATCTTTC CCAAAGGAAC TATAAAGAAT TTGGTATGAA GCGCAACTCT 2416 



Figure 3C 



CCCAGGGGCT TAAACTGAGC AAATCAAATA TATACTGGTA TATGTGTAAC CATATACAAA 2476 

AACCTGTTCT AGCTGTATGA TCTAGTCTTT ACAAAACCAA ATAAAACTTG TTTTCTGTAA 2536 

ATTTAAAGAG CTTTACAAGG TTCCATAATG TAACCATATC AAAATTCATT TTGTTAGAGG 2596 

ACGTATAGAA AAQAGTACAT AAGAGTTTAC CAATCATCAT CACATTGTAT TCCACTAAAT 2656 

AAATACATAA GCCTTATTTG CAGTGTCTGT AGTGATTTTA AAAATGTAGA AAAATACTAT 2716 

TTGTTCTAAA TACTTTTAAG CAATAACTAT AATAGTATAT TGATGCTGCA GTTTTATCTT 2776 

^Sjf ____ 

x I CATATTTCTT GTTTTGAAAA AGCATTTTAT TGTTTGGACA CAGTATTTTG GTACAAAAAA 2836 

%l AAAGACTCAC TAAATGTGTC TTACTAAAGT TTAACCTTTG GAAATGCTGG CGTTCTGTGA 2896 

J TTCTCCAACA AACTTATTTG TGTCAATACT TAACCAGCAC TTCCAGTTAA TCTGTTATTT 2956 

J TTAAAAATTG CTTTATTAAG AAATTTTTTG TATAATCCCA TAAAAGGTCA TATTTTTCCC 3016 

fit ATTCTTCAAA AAAACTGTAT TTCAGAAGAA ACACATTTGA GGCACTGTCT TTTGGCTTAT 3076 

ifl AGTTTAAATT GCATTTCATC ATACTTTGCT TCCAACTTGC TTTTTGGCAA ATGAGATTAT 3136 

F|i AAAAATGTTT AATTTTTGTG GTTGGAATCT GGATGTTAAA ATTTAATTGG TAACTC&GTC 3196 

TGTGAGCTAT AATGTAATGC ATTCCTATCC AAACTAGGTA TCTTTTTTTC CTTTATGTTG 3256 

AAATAATAAT GGGACCTGAC ACATAGACAT AGACCACCCA CAACCTAAAT TAAATGTTTG 3316 

GTAAGACAAA TACAGATTGG ATGACCACAG TAACAGCAAA CAGGGCACAA ACTGGATTCT 3376 

TATTTCACAT AGACATTTAG ATTACTAAAG AGGGCTATGT GTAAACAGTC ATCATTATAG 3436 

TACTCAAGAC ACTAAAACAG CTTCTAGCCA AATATATTAA AGCTTGCAGA GGCCAAAAAT 3496 

AGAAAACATC TCCCCTGTCT CTCCCACATT TCCCTCACAG AAAGACAAAA AACCTGCCTG 3556 

GTGCAGTAGC TCACACCTGT AATCCCAGCA GTTTGGGAGA CTGTGGGAAG ATGGCTTGAG 3616 

TCCAGGAGTT CTAGACAGGC CTGAGAAACC TAGTGAGACA TCCTTCTCTT AAACAAAACA 3676 

AAACAAAACA AATGTAGCCA TGCGTGGTGG CATATACCTG TGGTCCCAAC TACTCAGGAG 3736 

GCTGAAACGG AAGGATCTCT TGGGCCCCAG GAGTTTGAGG CTGCAGTGAG CTATAATCTT 3796 

GCCATTGCAC TCCAGCCTGG GTGAAAAAGA GCCAGAAAGA AAGGAAAGAG AGAAAAGAGA 3856 

AAAGAAAGAG AGAAAAGACA GAAAGACAGG AAGGAAGGAA GGAAGGAAGG AAGGAAGGAA 3916 

GGAAGCAAGG AAAGAAGGAA GGAAGGAAAG AAGGGAGGGA AGGAAGGAGA GAGAAAGAAA 3 976 

GATTGTTTGG TAAGGAGTAA TGACATTCTC TTGCATTTAA AAGTGGCATA TTTGCTTGAA 4036 
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ATGGAAATAG AATTCTGGTC CCTTTTGCAA CTACTGAAGA AAAAAAAAAG CAGTTTCAGC 4096 
CCTGAATGTT GTAGATTTGA AAAAAAMAA AAAAAAACTC GAGGGGGGGC CCGTACCCAA 4156 
TTCGCCCTAT AGTGAGTCGT A , 4177 
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1-3 Minima! cell accumulation, no granulation 
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1-3 Minimal cell accumulation, no granulation 
4-6 Immature granulation. Inflammatory cells, capillaries 
7-9 Granulation tissue, cells, fibroblasts, new epithelium 
10-12 Fibroblasts, collagen, epithelium 
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0 - No closure 
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AGGACAIGGITICIO^ 

GTTGGOGTAAACIXoTrciClTK^ 

AA(XK3TAAAGTITCIXKK3AC^ 

GAGATAACATCAGTAGAAATOjGAGr^^ 

CAACTATTACTTAGCXIATGAACAAGAA 

AATTTAACAATGACTmAAGCIGAAG^ 

ACAATACXTTATGCATCATTTA^ 

GTGGCATIGAaTGGAAAAGGAGCKX^GGAGAGGACAGAAA^ 
GAAAAACA<XnOGCICACriT^^ 



MRGSimeHHIlGSCQA]^DMVSPEATNSSSSSFSSPSSAGRHVRS 

YYLAMNKECGKLYGSIga^ 
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Figure 22C 
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ATGTGGAAATGGATACTGACCCACTGCGCT.TCTGCTTTCCCGCACCTGCCGGGTTGGTGC 60 
Met Trp Lys Trp He Leu Thr His Cys Ala Ser Ala Phe Pro His Leu Pro Gly Cys Cvs 
'■ • ■ 1 1 1 > ■ ■ ■ ■ i ■ . . . i ■ . ■ . i , , , , i t . . , / . r y° t 

TGCTGCTGCTTCCTGCTGCTGTTCCTGGTTTCTTCTGTTCCGGTTACCTGCCAGGCTCTG 12( 

fi Cys Cys Cys Phe Leu Uu Lsu Phe Val ^ Ser Vbl Pro Val Thr Cys Gin Ala Leu 
2S 1 ' ' ■ ■ 1 ■ * » ■ « « » « « t .... t . . . « i . ...... t , . . . r . . f 

GGTCAGGACATGGTTTCTCCGGAAGCTACCAACTCTTCCtCTTCCTCTTTCTCTTCCCCG 18( 
Ji Gly Gin Asp Met Val Ser Pro Glu Ala Thr Asn Ser Ser Ser Ser Ser Phe Ser Ser Pro 

im ' I ... . I ■ . . . f .... t .... I ........ . t ... 

f ACTTCCGCTGGTCGTCACGTTCGTTCTTACAACCACCTGCAGGGTGACGTTCGTTGGCGT 24( 
p Thr Ser Ala Gly Arg His Val Arg Ser T yr Asn His Leu Gin G!y Asp Vdl Arg Trp Arg 

HI * 1 ■ ■ ' 1 T ' ' » ' 1 » ' ' ' ' ■ « ■ i I i . . ■ f . . ■ , . - , , | 

AAACTGTTCTCTTTCACCAAATACTTCCTGAAAATCGAAAAAAACGGTAAAGTTTCTGGG 30C 
Lys Leu Ph e Ser Phe Thr Lys Tyr Phe Leu Lys He Glu Lys Asn Gly Lys Val Ser Gly 
' — 1 ' 1 1 ' ' ' ' ' ' ' ' ' ' ' ' ' ' 1 ' ' — ' 1 ' ' ' ' ' ' ' — '- i 

ACCAAGAAGGAGAACTGCCCGTACAGCATCCTGGAGATAACATCAGTAGAAATCGGAGTT 36( 
Thr Lys Lys Glu Asn Cys Pro Tyr Ser He Leu Glu He Thr Ser Val Glu He Gly Va! 
" — — '- ■ ■ ■ 1 ' — - - — — .... .... . t . . r 

GTTGCCGTCAAAGCCATTAACAGCAACTATTACTTAGCCATGAACAAGAAGGGGAAACTC 42( 
Val Ala Val Lys Al a He Asn Ser Asn Tyr. Tyr Leu Ala Met Asn Lys Lys Gly Lys Leu 

TATGGCTCAAAAGAATTTAACAATGACTGTAAGCTGAAGGAGAGGATAGAGGAAAATGGA 48C 
TyrGly Ser Lys Glu Phe Asn Asn Asp Cys Lys Leu Lys Glu Arg He Glu Glu Asn Glv 
" '- t .... i t ......... , . ..... ... 

TACAATACCTATGCATCATTTAACTGGCAGCATAATGGGAGGCAAATGTATGTGGCATTG 54( 
Tyr Asn Thr Tyr A la Ser Phe Asn Trp Gin His Asn Gly Arg Gin Met Tyr Val Ala Leu 
' ...... — i . , , — . . . . . i . , , , - , 1 .... . . . . i — i 

AATGGAAAAGGAGCTCCAAGGAGAGGACAGAAAACACGAAGGAAAAACACCTCTGCTCAC 60( 
Asn Gly Lys G ly Ala Pro Arg Arg Gly Gin Lys Thr Arg Arg Lys Asn Thr Ser Ala His 
' — — ^ ■ ■ ■ ■ ' ' — i , — ■ ■ 

TTTCTTCCAATGGTGGTACACTCATAG 627 
Phe Leu Pro Met Val Val His Ser • 



Figure 24A 



ATGACCTGCCA6GCTCTGGGTCAGGACATGGTTTCTCCGGAAGCTACCAACTCTTCCTCT 60 
14 Met Thr Cys Gin Ala Leu Gly Gin Asp Met Val Ser Pro Glu Ala Thr Asn Ser Ser Ser 

b 

q TCCTCTTTCTCTTCCCCGTCTTCCGCTGGTCGTCACGTTCGTTCTTACAACCACCTGCAG 1 2( 
St Ser Ser Phe Ser Ser Pro Ser Ser Ala Gly Arg His Val Arg Ser Tyr Asn His Leu Gin 

m 

£ GGTGACGTTCGTTGGCGTAAACTGTTCTCTTTCACCAAATACTTCCTGAAAATCGAAAAA 1 8( 
*P Gly Asp Val Arg Trp Arg Lys Leu Phe Ser Phe Thr Lys Tyr Phe Leu Lys He Glu Lys 

AACGGTAAAGTTTCTGGGACCAAGAAGGAGAACTGCCCGTACAGCATCCTGGAGATAACA 24( 
J3; Asn Gly Lys Val Ser Gly Thr Lys Lys Glu Asn Cys Pro Tyr Ser lie Leu Glu He Thr 



s fe- 



rn 



TCAGTAGAAATCGGAGTTGTTGCCGTCAAAGCCATTAACAGCAACTATTACTTAGCCATG 30( 
Ser Val Glu He Gly Val Val Ala Val Lys Ala He Asn Ser Asn Tyr Tyr Leu Ala Met 

AACAAGAAGGGGAAACTCTATGGCTCAAAAGAATTTAACAATGACTGTAA^GCTGAAGGAG 36( 
Asn Lys Lys Gly Lys Leu Tyr Gly Ser Lys Glu Phe Asn Asn Asp Cys Lys Leu Lys Glu 

AGGATAGAGGAAAATGGATACAATACCTATGCATCATTTAACTGGCAGCATAATGGGAGG 42( 
Arg He Glu Glu Asn Gly Tyr Asn Thr Tyr Ala Ser Phe Asn Trp Gin His Asn Gly Arg 

CAAATGTATGTGGCATTGAATGGAAAAGGAGCTCCAAGGAGAGGACAGAAAACACGAAGG 48( 
Gin Met Tyr Val Ala Leu Asn Gly Lys Gly Ala Pro Arg Arg Gly Gin Lys Thr Arg Arg 

AAAAACACCTCTGCTCACTTTCTTCCAATGGTGGTACACTCATAG 525 
Lys Asn Thr Ser Ala His Phe Leu Pro Met Val Val His Ser • 



Figure 24B 



ATGACTTGCCAGGCACTGGGTCAAGACATGGTTTCCCCGGAAGCTACCAACAGCTCCAGCTCTAGCTTCA 

— ■ 1 ■ ■ » ■ t « ■« ' I ■ ■ ■ ■ ' * ' ' ■ I 1 ■ ■ ■ ■ i ' ■ ' ' ! ' 1 .... c .... i 70 

TACTGAACGGTCCGTGACCCAGTTCTGTACCAAAGGGGCCTTCGATGGTTGTCGAGGTCGAGATCGAAGT 
MTCGALGQDMVSPEATNSSSSS F 

i - - - « * 

GCAGCCCATCTAGCGCAGGTCGTCACGTTCGCTCTTACAACCACTTACAGGGTGATGTTCGTTGGCGCAA 

' ' "* " ' « 1 > ■ » « « Hm..| |M..|mil. . M.| ■ • . , I , . , ., I , , , , I |4( 

CGTCGGGTAGATCGCGTCCAGCAGTGCAAGCGAGAATGTTGGTGAATGTCCCACTACAAGCAACCGCGTT 

SSPSSAGRHVRSYNHLQG DVRWRK 

« « - i . i ......... i . . 

ACTGTTCAGCtTTACCAAGTACTTCCTGAAAATCGAAAAAAACGGTAAAGTTTCTGGGACCAAGAAGGAG 
1 ...» i ■ ... t i .... t .... | .... i .. . . | .... t ... . . | .... t , ... | . 2|C 

TGACAAGTCGAAATGGTTCATGAAGGACTTTTAGCTTTTTTTGCCATTTCAAAGACCCTGGTTCTTCCTC 

L F SF T >K Y F L K I EKNGKVSGTKKE 

AACTGCCCGTACAGCATCCTGGAGATAACATCAGTAGAAATCGGAGTTGTTGCCGTCAAAGCCATTAACA 

■ ■ ■ ■ i ■ « » ■ 1 ■ ■ ■ ■ m > ■ ■ H " ' * i ■ ■ ■ ■ 1 ■ ■ ■ ■ i ■ ■ ■ ■ I ■ ' ■ « < ■ ' ' ■ I ■ ' ' * " t ' « ' . I .... i .... i 28( 
TTGACGGGCATGTCGTAGGACCTCTATTGTAGTCATCTTTAGCCTCAACAACGGCAGTTTCGGTAATTGT 

NCPYS I L E I TSYEI GVYAVKA.L N 

■ . . . » . . . , t .... t .... i . , . ■ i .... t . ........ i .... i ... . i .... i .... t r, 

GCAACTATTACTTAGCCATGAACAAGAAGGGGAAACTCTATGGCTCAAAAGAATTTAAQAATGACTGTAA 

• ■ ■ c .... t .... i .... [ ■■ i . ... i .... i .... i . . .. f ... i .... i .. » r\ t .... i 35( 

CGTTGATAATGAATCGGTACTTGTTCTTCCCCTTTGAGATACCGAGTTTTCTTAAATTGTTACTGACATT 

SNYYLAMNKKGKLYGSKEFNNDCK 

■ ........... . . ......... . # ......... i i 

GCTGAAGGAGAGGATAGAGGAAAATGGATACAATACCTATGCATCATTTAACTGGCAGCATAATGGGAGG 
i .... I ... . t .... 1 .... t .. . . t . .... . i i . . . . i . . . . i . . . hH-h . | . . . . r t i[ 2 ( 

CGACTTCCTCTCCTATCTCCTTTTACCTATGTTATGGATACGTAGTAAATTGACCGTCGTATTACCCTCC 

LKER I EENGYNTYASFNWQH.NGR 

i ■ • i » ......... t *. ......... . 

CAAATGTATGTGGCATTGAATGGAAAAGGAGCTCCAAGGAGAGGACAGAAAAeACGAAGGAAAAACACCT 

| .... i .. . . i .... i .... i .... i . . . . | i [ . , . . t .... t 49C 

GTTTACATACACCGTAACTTACCTTTTCCTCGAGGTTCCTCTCCTGTCTTTTGTGCTTCCTTTTTGTGGA 

Q M Y V.AL N G K GA P RRGQKT R-RKN T 
• • i . ■ t .... , .... i i .... i .... i .... i .... t i ...... t .... i .... i 

CTGCTCACTTTCTTCCAATGGTGGTACACTCATAG 
[> '■' ( t ■ ■ ■ i ■■■■ i ... . » 525 

GACGAGTGAAAGAAGGTTACCACCATGTGAGTATC 

SAHFLPMVVHS. 

• . .... . ......... . .... , 



Figure 25 



ATGACCTGCCAGGCTCTGGGTCAGGACA^ 

TCTTccRjriTcrrcTrca^ 

GCAGGGTGACGTTCGTTGGCGTAAACnGT^ 
K CGAAAAAAACXSGTAAAGTITCTGK^^ 

S TGGAGATAACATCAGTAGAAATCGGAGTTGTTGCXXiTGAAAGCCATTAACAGCAAC 
5 TATTACTTAGCCATGAACAAGAAGGGGAAACTCTATGGCTCAAAAGAATTTAACAA 
yi TGACTGTAAGCTOAAGGAGAGGATAGAGGAAAATGGATACAATACCTATGCATCAT 
£ TTAACTGGCAGCATAATGGGAGGCAAATGTATGTGGCATTGAATGGAAAAGGAGCT 

f cx:aaggagaggacagaaaacacgaaggaaaaacacctctgctcactttcttccaat 

P GGTGGTACACTCATAG 

3. 

ft MTCQALGQDMVSPEATNSSSSSFSSPSSAGRHVRSYNHLQGDVRWRKLFSFm 

in KNGKVSGTKKENCPYSILEITSVEIGVVAVKA1NSNYYLAMNKKGKLYGSKEFNNDCKL 

5 KERIEENGYNTYASFNWQHNGRQMYVALNGKGAPRRGQKTRRKNTSAHFLPMVVHS^ 



Figure 26 



ATGGCTGGTCGTCACmTCGTTC^ 
AAACTGTIXJTCITrcAC^AAATACn^ 
GGGACCAAGAAGGAGAACIGCCCGTACAGCATC 
u CGGAGTTGTTGCCGTCAAAGCCATTAACAG^ 

© GGGGAAACTCTATGGCTCAAAAGAATTTAACAATGACTGTAAGCTGAAGGAGAGGA 
O TAGAGGAAAATGGATACAATACCTATGCATCATTTAACTGGCAGCATAATGGGAGG 
H CAAATGTATGTGGCATTGAATGGAAAAGGAGCTCCAAGGAGAGGACAGAAAACAC 
W GAAGGAAAAACACCTCTGCTCACTTTCTTCCAATGGTGGTACACTCATAG 

His* 

* MAGRJHVRSYNHLQGDVRWRECLFSFTKYFLKIEKNGKV 

! " VAVKAINSNYYLAMNKKGKLYGSKEFNND^ 

h VALNGKGAPRRGQKTRRK2>TrSAHFLPMVVHS. 



ru 



Ffgure 27 



ATCKHTCGTTG<KX!rTAAACT 

AACGGTAAAGrrTCTGGGAC^AAGAAGGAGAAC^^ 
AACATCAGTAGAAATCGGAGTIGTTXKXX^^ 
* AGCCATGAACAAGAAGGGGAAACIXrTATGGCTCAAAAGAATTO 

5f AGCTGAAGGAGAGGATAGAGGAAAATGGATACAATACCTATGCATCATTTAACTGG 
5? CAGCATAATGGGAGGCAAATGTATGTGGCATTGAATGGAAAAGGAGCTCCAAGGAG 
m AGGACAGAAAACACGAAGGAAAAACACCTCTGCTCACTTTCTTCCAATGGTGGTAC 
J ACTCATAG 

P MVRWRKLFSFTKYFLKIEKNGK^ 

s NKKGKLYGSKEFNNDCKLKERIEENGYNTYASFNWQIiNGRQMyVALNGKGAPR^ 
O KTRRKNTSAHFLPMVVHS. 

ra 

Hi 

o • 

m 



v 



Figure 28 



ATGGAAAAAAACXjGTAAAGTTIX^ 
CCTGGAGATAAC^TC&GTAGAAATCXKSAGTTO 
ACTATTACITAGCC^TGAACAAGAAGGG^ 
|jAATGA<^mAAGCnX3AAGGAGAGGATAGAGGAAAAl^ 

i^tttaactggc^gcataatgkkjaggcaaatgtatgtgg^ 

^xhxicaaggagaggacagaa 

:jatggtggtacactcatag 

*P^KNGKVSGTKKENCPYSILEnSVEI^^ 
pa^RffiENGYhTTYASFl^ 

fa 

Ifl 



Figure 29 



ATCKJAGAACTGCOSGTACAGCAT^ 

TGCCGTCAAAGCC&TTAACAGGAACTAT^ 

TCTATGGCTCAAAAGAATtTAACAAT^ 

AATGGATAC AATACXHATGCATC ATTTAACnXKKiAGCATAATGGGAGGCAAATGTA 
TGTGGCATIGAATGGAAAAGGAGCT^ 

^ AAG^ccnxnGcrc^crrTTcri^ 



Figure 30 



ATGGTCAAAGCCATTAACAGK^ 

CTATGGCTCAAAAGAATTTAACAATGA 

ATGGATACAATACCTATGCATCATTT^ 

TllKK2ATTGAAT<HJAA 

<^(XTCTGCTCACnTTU^^ 

llVKAINSNYYLAMNKKGKLYGSKEFM^ 
^I^NGKGAPRRGQKTRSKNTSAHFLPMVVHS. 

p • 

n 



Figure 31 



ATCKKKJAAACTCTATGGCrc^ 

GATAGAGGAAAAT<3GATACAAT^^ 
l*GGCAAATXJTATOTOGCATK3AATGGAAAAC^ 
OACGAAGGAAAAACACCTCTXKn^ 

O 

!MGKLYGSKEFN^CKO0BRIEE 

5 * * 

P 
fll 

W 



Figure 32 



ATGACCTGCCAGGCIXJIGGGTCAGGAC^^ 
fCnTTCCTCTTTCTCTTC^ 
<lCAGGGTGACGTTCGTTGGCGTAAAOT 
GGAAAAAAACGGTAAAGTTTCTGOK^C 

TGGAGATAACATCAGTAGAAATOjGAGTTGTTGCCGTCAAAGCCATTAACAGCAAC 

Tl&TTACnTAGCCATG^ 

WACTGTAAGCTGAAG 

IfiyCQALGQDMVSPEATNSSSSSFSSPSSAGRHVI^YNHLQGDV^^ 



G^SGTKKENCPYSILEITSVEIGWAVKAIN^ 




Figure 33 



gpGGCTGGTCGTCACGTITOTTOT 

gGGACCAAG^ A AT 

|^GAAACTCIATGGCTO\AAAG ^ 

ildAGRHVJ^YNHLQGDVR^ 
fAVKAINShTmAMNKKGBCLYGSKE^^ 

1 

in 
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* C-37To Ser 



ATGACCTCTCAGGCrrCTGGGTCAGGACATGGTTTCTCCGGAAGCTACCAACTCTTCC 
TCTTCCTCTTTCnrCnTIXXX^ 

GCAGGGTGACGTTTOTTGGCGTAAACI^^ 

CGAAAAAAAOKnAAAGTTTCriGGGACCA^ 

TGGAGATAACATCAGTAGAAATCGGAGTTGTTGCCGTCAAAGCCATTAACAGCAAC 
OATTACTTAGCCATGAACAAGAAGGGGA^ 

CPGACTGTAAGCTCAAGGAGAGGATAGAGGAAAAT^^ 

TTAACTGGCAGCATAATGGGAGGCAAATGTATGTGGCATTGAATGGAAAAGGAGCT 

tiCAAGGAGAGGACAGAAAACACGAAGGAAAAACAC^TCTGCTCACnTrCTrCCA^ 

#GTGGTACACTCATAG 

III 

I 



Figure 35 

: C-106 To Ser 



- ATGACCnXKXSAGGCTCTGGGTCAGGAC^^ 
TCTTCCIXTITTCTCTT^ 
GCAGGGTGACGTTCGTTGGCXJTAAACTGTC^ 

CGAAAAAAACGGTAAAGTTTCTGGGACCAAGAAGGAGAACTCTCXJGTACAGCATCC 

C TGGAGATAACATCAGTAGAAATCGGAGTTGTTGCCGTCAAAGCCATTAACAGCAAC 

R TATTACTTAGCCATGAACAAGAAGGGGAAACI^ 

"l TGACTGTAAGCroAAGGAGAGGATAGAGGAAAATGGATACAATACCTATGCATCAT 

m TTAACTGGCAGCATAATGGGAGGCAAATGTATGTGGCATTGAATGGAAAAGGAGCT 

* CCAAGGAGAGGACAGAAAACACGAAGGAAAAACACCT 

* GGTGGTACACTCATAG 




(uim *bs) 894V punoM 
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Effect of KGF-2 A33 on Normal Wound Healing Rat Model 



Treatment 
Groups 


Wound Size 
(mm) 


•/•Wound 
Closure 


Histological 
Score 


Re-epith. 
(urn) 


BrdU 
Score 


No 
Treatment 


25.9 ±2.5 


58.8*3.7 


6.8 ± 0.2 


1142*141 


3.8*0.4 


Buffer 


. 25.1 * 1.7 


60.2*2.6 


6.4±0.2 


923*61 


5.0 * 0.4 


KGF-2/A33 
(0.1 ng) 


22.0*0.9 


65*1.4 


6.8*0.2 


1275*148 


4.6*0.7 


KGF-2/A33 
(0.4 MJ) 


21.1 * 1.4 


68.4*2.4 


8.0*0.5 
p=0.0445* 


1310 * 182 


4.2*0.7 


KGF-2/A33 
(1.0{ig) 


19.9 ± 1.5 


66.2*2.1 


8.4*0.4 
p=0.0159* 
p=0.0053t 


1389*115 
p=0.0074t 


3.3 * 0.25 
p=0.0217t 


KGF-2/A33 
(4.0ng) 


18.1 ± 1.6 
p=0.0398* 
p=0.0200t 


71.2*26 
p=0.0367* 
p=0.0217t 


8.5 * 0.3 
p=0.0047* 
p=0.0445t 


1220*89 
p=0.0254f 


5.3*0.9 
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Hours Post Injection 




gjoos npja 



Figure 42 



No-l 

125.00-! 




0 min. 30 mm. 90 min. 



Minutes post injection 



Effect of KGF-2 A33 on PAF-indttccd pave edema In Lewis rats 




Effect of KGF-2 A33 on Survival of 
Whole Body Irradiated Balb/c Mice 




Effect of KGF-2 A33 on Body Weight of 

Irradiated Mice 




U Normal Buffer KGF-2 A33 KGF-2 A33 

fil 1 mg/kg 5 mg/kg 
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Days Post Irradiation 
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FIGURE 50 




Time (days) 
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FIGURE 55 
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Treatment-free 



KGF-2 (5 mg/kg) 
or buffer 
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FIGURE 56 



Proliferation of pancreatic cells following systemic administration of KGF-2 
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